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Disclosure

• I am a paid member of a Safety Monitoring 
Committee for Genzyme Corporation
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Goals

• Understand concerns about bias related to 
investigators’ financial ties with industry

• Consider implications of recent data regarding 
associations between investigators’ financial ties 
and their scientific contributions and productivity

• Review potential policy solutions to the problem of 
academic-industry financial ties, along with their 
limitations
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The Avandia Story

Year Event

1999 Rosiglitazone (Avandia, GlaxoSmithKline) approved as mono- or combination 
therapy to improve glycemic control in patients with type 2 diabetes 
mellitus

• Label includes precautions for patients with heart failure

2005 Internal GSK meta-analysis finds non-significantly increased risk of ischemic 
cardiovascular events

2006 FDA strengthens warning related to CV events

2007 Nissen & Wolski publish meta-analysis in NEJM showing 43% increase in risk 
of myocardial infarction

FDA advisory committee finds increased CV risk but votes to keep drug on 
market

FDA adds boxed warning about MI risk to label

4BMJ 340:785, 2010



May 2007: The Intrigue

Date Event

May 1 Nissen & Wolski submission

May 2 NEJM sends manuscript for peer review

May 3 Peer reviewer (& GSK consultant) Steven Haffner faxes manuscript to GSK
• GSK circulates widely
• in an internal memo, GSK head of research affirms Nissen & Wolski’s 

conclusions

May 10 GSK scientists & execs visit Nissen in Cleveland
• Nissen secretly tapes meeting

May 14 GSK unblinds ongoing RECORD trial (European postmarketing RCT 
comparing rosiglitazone to active control)

May 21 Nissen & Wolski meta-analysis published online

May 24 GSK asks steering committee for permission to unblind RECORD trial
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BMJ 340:785, 2010
JAMA 303:1194, 2010 



Fast Forward 2010

• Senate Finance Committee (Grassley) investigation

• FDA advisory committee meeting (July)

– FDA review concludes that “RECORD was inadequately 
designed and conducted to provide any reassurance about 
the CV safety of rosiglitazone.  [The results] suggest that 
rosiglitazone increases the risk for MI, although the 
confidence intervals…are wide and include no risk while 
biases in the study suggest that the true risk could be 
higher.”

– In divided vote, committee recommends stricter controls 
on prescription of rosiglitazone

6FDA Briefing Document, Advisory Committee Meeting for Avandia, July 13-14, 2010



Definition of COI

• “A COI is a set of circumstances that creates a 
risk that professional judgment or actions 
regarding a primary interest will be unduly 
influenced by a secondary interest.”
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Lo, B., M. J. Field, et al. (2009). Conflict of interest in medical research, 
education, and practice. Washington, D.C., National Academies Press. 
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Why Do We Care 
About COI in Research?

• Potential to influence investigators’ 
judgments

– Biased science

– Increased risks to subjects(?)

• Potential to impede scientific openness

• Potential to undermine public trust



National Biomedical Research Expenditures

9 JAMA 303:137, 2010
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Relation Between Source of
Support & Study Outcome 

BMJ 326:1167, 2003; see also JAMA 289:454, 2003

Summary OR 4.1 (CI 3.0-5.5)

Favors experimentalFavors control f



Mechanisms?
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Mechanisms

• Some hypotheses

– Choice of control group

– Bias in conducting studies (e.g., ascertaining 
events)

– Bias in analysis

– Bias in interpretation (“spin”)

– Bias in publication

12



13

Choice of Control

• 130 randomized trials for multiple myeloma (1996-8)

Industry Public
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Lancet 356:635, 2000
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Choice of Control

Lancet 356:635, 2000
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Study Conduct

15



Analysis

• Reviewed 20 clinical trials of gabapentin for off-label 
indications
– Compared outcomes of published reports to those in internal 

company documents

– 12/20 trials published

16NEJM 361:1963, 2009



Spin?

• Als-Nielsen studied relationship between funding source & 
conclusion in 370 drug trials included in Cochrane meta-
analyses

18JAMA 290:921, 2003



Publication
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• Krzyzanowska et al reviewed publication outcomes of 
510 large RCTs presented at an oncology meeting

JAMA 290:495, 2003



Publication
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• Krzyzanowska et al reviewed publication outcomes of 
510 large RCTs presented at an oncology meeting

JAMA 290:495, 2003



Putting It Together
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What About
Personal Financial Ties?
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Prevalence of Personal Financial Ties
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Zinner et al surveyed a stratified random sample of life-sciences
faculty at the 50 U.S. universities with the most NIH support

Health Affairs 28:1814, 2009

Percent With Relationships



Prevalence of Personal Financial Ties,
by Academic Rank
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24Health Affairs 28:1814, 2009

Percent With Relationships



Outcomes among Drug Trials, by Presence 
or Absence of Personal Financial Ties
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• Few data

• Friedman & Richter reviewed all original 
reports published in NEJM or JAMA in 2001

– 16-22% of articles (N=398) had at least one author 
who reported a personal financial tie to industry

JGIM 19:51, 2004; see also Am J Psychiatry 2005;162:1957



Outcomes among Drug Trials, by Presence 
or Absence of Personal Financial Ties
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P < 0.001
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Back to Avandia

• Wang et al reviewed articles that commented 
on rosiglitazone and the risk of MI

– 108/202 articles included a COI statement

– 90 authors (45%) reported a financial COI

27
BMJ 340:1344, 2010



Relationship Between Financial Ties & 
Authors’ Positions on Avandia’s MI Risk
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Goals

 Understand concerns about bias related to 
investigators’ financial ties with industry

• Consider implications of recent data regarding 
associations between investigators’ financial ties 
and their scientific contributions

• Review potential policy solutions to the problem of 
academic-industry financial ties, along with their 
limitations
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Who Has Financial Ties?

• We identified all reports of clinical trials of drugs or 
biologics published in the Journal of Clinical Oncology 
between January 2006 & June 2007 (N=235)

– We abstracted financial disclosures and authorship 
contributions of all authors (N=2927)

– We asked whether authors who reported performing key 
scientific roles (conception & design, analysis & 
interpretation, or drafting of manuscript) were more likely 
than other authors to report financial ties

30J Clin Oncol 28:1316, 2010



Percent of Authors Reporting Financial Ties, by 
Sponsorship and Performance of Key Role

31J Clin Oncol 28:1316, 2010
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Adjusted odds ratio = 4.3, p<0.0001



How Are Financial Ties Related to 
Academic Productivity?

• Recall Zinner et al survey of a stratified 
random sample of life-sciences faculty at the 
50 U.S. universities with the most NIH support

32Health Affairs 28:1814, 2009



Relationship Between Financial Ties 
and Academic Productivity
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Adjusted Mean*

*Adjusted for rank, years in profession, sex, total research funding, clinical department

Health Affairs 28:1814, 2009



Academic Productivity vs. Percent of 
Research Budget Supported by Industry
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Adjusted Mean*

*Adjusted for rank, years in profession, sex, total research funding, clinical department

Health Affairs 28:1814, 2009
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Implications of Recent Data

• Academic authors with financial ties make greater 
scientific contributions than their peers without ties

• Industry support, at least within a balanced research 
portfolio, correlates with greater scientific 
productivity

• Mechanisms behind these relationships are unknown

• Unclear how increased restrictions on academic-
industry collaboration might affect scientific output 
and translation
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Goals

 Understand concerns about bias related to 
investigators’ financial ties with industry

 Consider implications of recent data regarding 
associations between investigators’ financial ties 
and their scientific contributions

• Review potential policy solutions to the problem of 
academic-industry financial ties, along with their 
limitations
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Policy Context

• Much attention

– Congress

– State legislatures (MN, ME, MA, WV, VT)

– Federal funders

– Universities, academic medical centers, & their 
representative organizations

– Institute of Medicine

– Company & trade association policies

– Journals

37
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Strategies For Addressing 
Financial COI

• Disclose

• Manage 

• Prohibit
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Disclosure

• To whom?

– Sponsors?

– IRBs?

– Institutions/COI committees?

– Journals, readers, meeting attendees?

– Research subjects?
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Recipients’ Views on Disclosure

In 6 of the 10 studies that assessed 
the importance of disclosure, most 
patients and research participants 
believed FTs should be disclosed; in 
the other 4, approximately one-
quarter believed FTs should be 
disclosed. Among the 7 studies 
assessing willingness to participate in 
research, approximately one-quarter 
of participants reported less 
willingness after disclosure of FTs.



Health Care Reform & Disclosure

• Federal health care reform includes provisions of 
Physician Payments Sunshine Act

– US manufacturers of drugs, devices, biologics, and medical 
supplies covered under Medicare, Medicaid, or SCHIP must 
report payments to physicians and teaching hospitals to 
DHHS on an annual basis

– Covers all types of payments worth $10 or more, including 
research funding

– Implementation begins January 1, 2012

– Substantial fines for noncompliance, esp. if knowing

41

http://www.prescriptionproject.org/tools/initiatives_factsheets/files/S
unshine-fact-sheet-3.23.10.pdf
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Management

• Examples from U. of Washington Significant 
Financial Interest Disclosure Policy

– Monitoring of research by independent co-
researchers and/or reviewers, disinterested 
individuals or committees

– Placing copies of research data with a neutral 
party

– Annual reporting to the University

http://uwmedicine.washington.edu/Global/policies/Pages/Conflict-
of-Interest-with-Commercial-or-Non-Profit-Entities.aspx



New NIH Rules 
for Extramural Grantees

• Changes definition of Significant Financial Interest 
(SFI) from $10000 to $5000

• Requires that all SFI be disclosed to institution

– Institution then determines which SFI constitute COI

– Institution must develop management plans for all 
identified financial COI

– Institution must disclose nature of COI and key elements of 
management plan to PHS funder

– Institution must post COI information on public website, or 
make available on written request within 5 business days

43http://grants.nih.gov/grants/policy/coi/
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Prohibition

• Institute of Medicine
– “Academic medical centers and other research institutions 

should establish a policy that individuals generally may not 
conduct research with human participants if they have a 
significant financial interest in an existing or potential product 
or a company that could be affected by the outcome of the 
research. Exceptions to the policy should be made public and 
should be permitted only if the conflict of interest committee 
(a) determines that an individual’s participation is essential for 
the conduct of the research and (b) establishes an effective 
mechanism for managing the conflict and protecting the 
integrity of the research.”

Lo, B., M. J. Field, et al. (2009). Conflict of interest in medical research, 
education, and practice. Washington, D.C., National Academies Press. 



How Well Do These Rules 
Accomplish Their Goals?

• Minimize risks to human subjects?

• Reduce risk of bias in science?
– vs. reduce involvement of faculty, academic 

institutions, & noncommercial funders in biased 
science

• Protect the reputations of academic faculty 
and institutions?
– Protect “academic values”

• Preserve public trust in research?
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Summary

• Strong evidence base for bias in industry-
funded research

• Weaker, but growing, evidence base that 
personal financial ties pose additional risk

• New evidence that financial ties correlate with 
scientific contributions & productivity

• Much policy activity, but unclear how well 
policies accomplish key goals
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